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DETAILED ACTION 

1 . The Office action mailed 2/7/2008 has been vacated. A corrected Office 
Action follows. The reply period for this Office Action will start from the mailing date 
of this communication. 

2. A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 

1 1/1/2007 has been entered. An action on the RCE follows. 

3. Claims 7, 14, 22 and 30 remain in the application. 7, 14, 22 and 30 have been 
amended. Therefore, claims 7, 14, 22 and 30 are pending and examined. 

4. The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

5. The declaration provided by Dr. Rose has been fully considered. 

Claim Rejections - 35 USC § 112, first paragraph, maintained 

6. The rejection of claims 14 and 22 under 35 U.S.C. 112, first paragraph, as 
failing to comply with the enablement requirement is maintained for reasons set forth in 
the Office Action dated 7/1 6/2007 pages 3-5. 

Applicant is asserting that it is not necessary to identify the cause of a disease in 
order to establish successful treatment. Applicant is also asserting that although, the 
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molecular causes of Alzheimer's disease and Parkinson's disease are not known, there 
are several approved drugs. Applicant contends that the fact that it is not known 
whether amyloid plaque and tau protein accumulation are causes or effect of 
Alzheimer's disease does not render the present specification, which embraces 
treatment of Alzheimer's disease with SMRER peptide, non-enabling. Applicant asserts 
that peptides containing the core palindromic RER sequence tested by applicants in 
several different models establish the utility in the treatment of neurodegenerative 
diseases. It is further asserted that the various peptides apply equally to SMRER, since 
SMRER contains the core sequence RER common to all peptides tested. Further, 
Applicant claims that in standard chick and mouse models of learning and memory, 
peptides that contain the RER sequence have been shown to restore memory formation 
blocked by the use of antisense or antibodies that disrupt the synthesis or functioning of 
the amyloid precursor protein. Based on these results Applicant indicates that peptides 
containing the sequence RER will be biologically active in species other than chicks and 
mice, most notably human beings. Applicant has indicated that routes other than the 
cranial injection were taught in the specification. It is stated that small peptides related 
to SMRER cross the blood brain barrier. It further identifies the dosages recommended. 
Applicant asserts that based on the studies in chicken and mouse the SMRER peptide 
can be used to preserve cognitive function and/or memory. Applicant also asserts that 
claim 14 has been amended to recite that the neurodegenerative disease being treated 
is characterized by memory loss or cognitive loss. In addition, Applicant has amended 
the claim to recite the treatment of humans. 
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Applicant's arguments have been fully considered but are deemed to be only 
partially persuasive. The Office agrees with the Applicant that there is enabling 
disclosure for the methods of administration and dosages required. However, as 
indicated previously in the Office Action dated 7/16/2007 (pages 4-5) although a 
mechanism is not required, it can allow extrapolation of enablement to non-exemplified 
embodiments. In the instant Application, Applicant contemplates the treatment of a 
neurodegenerative disease in a human being. Although, Applicant asserts that peptides 
containing the core RER sequence were tested in several models, SMRER peptide of 
the instant invention was only used in the chicken model. In the mouse experiments as 
shown in Figures 1-3 (Annex 2) of the declaration, AC-RER and RER use are only 
demonstrated. In addition, the stability of the peptide is also a concern. Mileusnic et 
al.(2007) teaches that RER tripeptide is rapidly metabolized (page 232, 2 nd column). In 
addition, the binding studies provided in Figure 1 (Annex 1) also use RER and not 
SMRER. The binding studies provided in Annex 1 do not provide a nexus to methods of 
treatment using SMRER peptide. Specifically binding of RER peptide to various 
mammalian tissues does not predict the biological function of these peptides Thus, at 
the time of filing the specification was only enabled for the chicken model. Applicant was 
not enabled for the treatment of mammals including humans. Although, the specification 
is enabled for the rescue of memory and prevention of amnesia induced by Anti-APP 
antibodies and APP antisense in chicken, the specification is not enabling for all 
neurodegenerative diseases characterized by the loss of memory or loss of cognitive 
function (for example, AIDS dementia complex, which is neurodegenerative disease) in 
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humans. Although, Applicant has provided several references none provide a nexus 
between the administration SMRER peptide and the treatment of a neurodegenerative 
disease including Alzheimer's disease in a human characterized by loss of memory or 
loss of cognitive function. Therefore, the rejection of record is maintained. 

7. The rejection of claim 30 under 35 U.S.C. 112, first paragraph, as failing to comply 
with the enablement requirement is maintained for reasons set forth in the Office Action 
dated 7/16/2007 pages 5-7. 

Applicant has amended the claim to recite humans. Applicant asserts that the 
rejection is moot because of the amendment. Applicant contends that based on the 
arguments and the declaration, the results of animal studies of learning and memory, 
carried out with SMRER and other small peptides containing the RER moiety, are 
extrapolated to humans. Further, Applicant asserts that arguments set forth for rejection 
of claims 14 and 22 above , the specification and the supplemental data set forth in the 
2 nd Rose declaration clearly establishes that administration of small peptides containing 
the core active moiety RER are effective in enhancing cognition. Applicant asserts that 
based upon such studies with other peptides containing the RER moiety, it is believed 
that SMRER is also effective as a cognitive enhancer. Applicant argues that there is 
guidance provided in choosing a treatment regimen in the specification. Applicant is 
also asserting that there is no basis in fact for the Office's suggestion that the SMRER 
peptide, upon administration, would be degraded before carrying out its biological effect. 
In fact, Applicant asserts that the animal studies performed by Applicants indicate the 
exact opposite. 
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Applicant's arguments have been fully considered but are deemed not to be 
persuasive. The rejection of claim 30 is maintained for reasons discussed above in 
paragraph 6 above. Contrary to Applicant's assertions there is no guidance provided in 
the specification (pages 9 and 10 do not recite routes of administration, dosages etc.) 
for the use of SMRER for the cognitive enhancement in humans. Applicant has also not 
provided the Handbook of Memory disorders. Although, Applicant asserts that peptides 
containing the core RER sequence were tested in several models, SMRER peptide of 
the instant invention was only used in the chicken model. As indicated in the previous 
Office Action, the specification fails to provide guidance to the nexus between memory 
rescue in chicks to cognitive enhancement in humans. Although, Applicant asserts that 
SMRER peptide, upon administration would not be degraded, Mileusnic et al. 
(Applicant's own work) published in 2007 teaches that RER tripeptide is rapidly 
metabolized (page 232, 2 nd column). Applicant has used Ac-RER to overcome this 
problem. Therefore the rejection of record is maintained. 

Conclusion 

8. Claim 7 is allowable. Claims 14, 22 and 30 remain rejected. 

Contact Information 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Jegatheesan Seharaseyon, Ph.D whose telephone 
number is 571-272-0892. The examiner can normally be reached on M-F: 8:30-5:00. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Manjunath N. Rao, Ph. D can be reached on 571-272-0939. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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/Jegatheesan Seharaseyon, Ph.D/ 
Primary Examiner, Art Unit 1647 



